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Claims 1-6 are pending. 

The IDS's filed February 16, 2006 and May 16, 2006 are the same. The IDS filed 
February 16, 2006 has not been considered. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 



A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in ttiis or a foreign country 
or in public use or on sale in this country, more than one year prior to the date of application 
for patent in the United States. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having 
ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

Claim 5 is rejected under 35 U.S.C. 102(b) as anticipated by or, in the alternative, 
under 35 U.S.C. 103(a) as obvious over Shimizu et al. (1996) Blood, Vol. 10, pp. 3688- 
3692. 

Shimizu teaches human hematopoietic cells expanded in sheep fetuses (page 3689, 
col. 1, parag. 2). While the hematopoietic cells of claim 5 are stated to be produced by 
expansion of hematopoietic cells in a sheep fetus, there are no teachings in the specification 
that the resulting cells are structurally or functionally different from those of Sutherland. 
Thus, the method does not affect the product. An old product produced by a new method is 
not patentable unless method provides a new property to the product. Thus, Shimizu 
anticipates the claimed invention. 

[E]ven though product-by-process claims are limited by and defined by the process, 
determination of patentability is based on the product itself. The patentability of a product 
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does not depend on its method of production. If the product in the product-by-process claim 
is the same as or obvious from a product of the prior art, the claim is unpatentable even 
though the prior product was made by a different process." In re Thorpe, 777 F.2d 695, 
698, 227 USPQ 964, 966 (Fed. Cir. 1985). 

"The Patent Office bears a lesser burden of proof in making out a case of prima facie 
obviousness for product-by-process claims because of their peculiar nature" than when a 
product is claimed in the conventional fashion. In re Fessmann, 489 F.2d 742, 744, 180 
USPQ 324, 326 (CCPA 1974). Once the examiner provides a rationale tending to show that 
the claimed product appears to be the same or similar to that of the prior art, although 
produced by a different process, the burden shifts to applicant to come forward with 
evidence establishing an unobvious difference between the claimed product and the prior art 
product. In re Marosi, 710 F.2d 798, 802, 218 USPQ 289, 292 (Fed. Cir. 1983). 

"Where, as here, the claimed and prior art products are identical or substantially 
identical, or are produced by identical or substantially identical processes, the PTO can 
require an applicant to prove that the prior art products do not necessarily or inherently 
possess the characteristics of his claimed product {In re Ludtke). Whether the rejection is 
based on "inherency" under 35 USC 102, on "prima facie obviousness" under 35 USC 103, 
jointly or alternatively, the burden of proof is the same, and its fairness is evidenced by the 
PTO's inability to manufacture products or to obtain and compare prior art products. In re 
Best, Bolton, and Shaw, 195 USPQ 430, 433 (CCPA 1977) citing In re Brown, 59 CCPA 
1036, 459 F.2d 531, 173 USPQ 685 (1972))." 

"When the PTO shows a sound basis for believing that the products of the applicant 
and the prior art are the same, the applicant has the burden of showing that they are not." 
In re Spada, 911 F.2d 705, 709, 15 USPQ2d 1655, 1658 (Fed. Cir. 1990). Therefore, the 
prima facie case can be rebutted by evidence showing that the prior art products do not 
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necessarily possess the characteristics of the claimed product. In re Best, 562 F.2d at 1255, 
195 USPQ at 433. See also Titanium Metals Corp. v. Banner, 778 F.2d 775, 227 USPQ 773 
(Fed. Cir. 1985), In re Ludtke, 441 F.2d 660, 169 USPQ 563 (CCPA 1971), Nortliam Warren 
Corp. V. D. F. Newfield Co., 7 F. Supp. 773, 22 USPQ 313 (E.D.N.Y. 1934.) See MPEP 2113 
and MPEP 2112.01. 

See MPEP 2112, Product-By-Process. 

Clainns 1-4 and 6 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Zanjani et al. (1996) Internatl. J. Hematol., vol. 63, pp. 179-192 in view of Li et al. (2001) 
Blood, Vol. 98, pp. 335-342 and Sone et al. (April 2003), Circulation, Vol. 107, pp. 2085- 
2088 and further in view of Hamaguchi et al. (1999) Blood, Vol. 93, pp. 1549-1556. 

Zanjani teaches the engraftment of human hematopoietic cells in fetal sheep by 
administering the human cells to the sheep fetus in utero to expand the cells (page 181, 
col. 2, parag. 1, lines 16-22). The engrafted sheep fetus is carried to term, whereby human 
IL-3, GM-CSF or c-Kit ligand were administered to the chimeric sheep, resulting in a 
significant increase human hematopoietic cells in the bone morrow of the sheep (page 184, 
col. 1, lines 3-11 and page 185, Table 4). The metaphase analysis discussed in Table 4 
indicates separation of the human cells from the sheep. The increased human hematopoietic 
cell component in sheep bone marrow provides motivation to employ the method of Zanjani 
to expand human hematopoietic stem cells in the chimeric sheep model. 

Li teaches the differentiation of primate ES cells into hematopoietic cells by culturing 
the ES cells on S17 bone marrow stromal cells in a media comprising BMP-4, whereby the 
number of expandable cultures increase 18 fold over cultures lacking BMP-4 (page 337, col. 
2, parag. 2, line 3 to page 338, col. 1, line 6). Thus, motivation is clearly present for the 
differentiation of primate ES cells in the presence of BMP-4. 
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Sone teaches the differentiation of primate ES cells when cultured on 0P9 bone 
marrow stromal cells (page 2086, col. 1, parag. 2, lines 1-4). Hamaguchi provides specific 
motivation for co-culture with 0P9 stromal cells as they M-CSF and thus are preferable 
because they do not induce macrophage production which in turn damages stromal cells 
(page 1553, col. 1-2, bridg. parag.). 

Therefore at the time of the instant invention, it would have been obvious to the 
ordinary artisan to modify the method of Zanjani by administering primate/monkey/human 
hematopoietic cells differentiated in vitro by the method of Li and Sone in view of 
Hamaguchi. The combination of art provides sufficient motivation to combine the art to 
expand, as taught by Zanjani, the in vitro produced hematopoietic cells given the above 
cited motivation. 

The combination of prior art cited above in all rejections under 35 U.S.C. 103 
satisfies the factual inquiries as set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966). Once this has been accomplished the holdings in KSR can be applied 

(KSR International Co. v. Teleflex Inc. (KSR), 550 U.S. , 82 USPQ2d 1385 (2007): 

"Exemplary rationales that may support a conclusion of obviousness include: (A) Combining 
prior art elements according to known methods to yield predictable results; (B) Simple 
substitution of one known element for another to obtain predictable results; (C) Use of 
known technique to improve similar devices (methods, or products) in the same way; (D) 
Applying a known technique to a known device (method, or product) ready for improvement 
to yield predictable results; (E) "Obvious to try" - choosing from a finite number of 
identified, predictable solutions, with a reasonable expectation of success; (F) Known work 
in one field of endeavor may prompt variations of it for use in either the same field or a 
different one based on design incentives or other market forces if the variations are 
predictable to one of ordinary skill in the art; (G) Some teaching, suggestion, or motivation 
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in tine prior art that would have led one of ordinary skill to modify the prior art reference or 
to combine prior art reference teachings to arrive at the claimed invention." In the present 
situation, rationales A, B, E and F are applicable. The claimed method was known in the art 
at the time of filing as indicated by Zanjani, Li, Sone and Hamaguchi. Thus, the teachings of 
the cited prior art in the obviousness rejection above provide the requisite teachings and 
motivations with a clear, reasonable expectation. The cited prior art meets the criteria set 
forth in both Graham and KSR. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Deborah Crouch, Ph.D. whose telephone number is 571- 
272-0727. The examiner can normally be reached on M-Fri, 8:30 AM to 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Peter Paras can be reached on 571-272-4517. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786-9199 (IN USA 
OR CANADA) or 571-272-1000. 

/Deborah Crouch, Ph.D./ 
Primary Examiner, Art Unit 1632 

March 27, 2008 



